Figure S1
Figure S1 (A) Cells were transfected as specified in the methodology section with the p-VERE-tk-LUC and ERα wild type (WT) or mutants plasmids: S118A, S118E, S167A, S167E and Y537A. HepG2 cells were treated with vehicle, 10 nM E 2 or with 10 mM AA. Luciferase content was measured after 5 h of incubation. Means ± SEM (n=6). *P<0.05; **P<0.001; ***P<0.001 (vs. veh). Bars represent the mean ± SEM of 4 to 8 mice.
9 Table S1 . L-Amino Acid Pool Used in Figures 1E-I 
Supplemental Experimental Procedures Western Blot Analysis
Samples of frozen mouse liver were homogenized in ice-cold buffer (0.05 M Tris-HCl, 0.15 M NaCl, 0.8% Triton X-100, 0.08% SDS, 10 mM EDTA, 100 M sodium vanadate, 0.8% sodium deoxycholate, 50 mM sodium floride, 5 mM iodoacetic acid) containing 1%
protease inhibitor cocktail (Sigma-Aldrich). The homogenate was kept on ice for 30 min, centrifuged at 500 x g for 10 min at 4°C and the resulting supernatant was then centrifuged at 16100 x g for 15 min at 4°C. After appropriate quantitative analysis (BCA assay, Pierce) equal amounts of protein samples (50 µg), resuspended in Laemmli sample buffer were separated in a 8-16% Tris-HEPES-SDS polyacrylamide gel system (Pierce).
After transfer to a nitrocellulose membrane (overnight at 4°C) pAMPK and AMPK bands were identified by incubation with antibodies anti-pAMPK (1:1000) or anti-AMPK
(1:1000) (Cell Signaling) 1h at room temperature (r.t.) and with the secondary antibody conjugated with peroxidase for 2 h (r.t.). Immunoreactivity was detected by the SuperSignal West Pico Substrate working solution (Pierce).
Pharmacological Treatments
For the experiment showed in Figure 4C ERE-Luc females were treated with 1 µg/day JB3 (Diagnostic Systems Laboratories) by implanting s.c. an osmotic minipump (3 dayrelease, Alzet, Ca, USA). The pump was implanted at proestrus and a new pump was reimplanted after 3 days. For the experiment showed in Figure S2 , ERE-Luc females were treated with 200 µg i.p. of long R3 IGF-1 (Klotz et al., 2002) . Parallel groups of mice 11 were previously treated (1 µg/mouse i.p.) with the IGF-1 receptor inhibitors JB1 or JB3 (Haylor et al., 2000) at times indicated in figure S2D . Mice were euthanized at the time described in the figure legends and livers were rapidly dissected and stored at -80°C until assayed.
Generation of LERKO Mice
The ERα flox/flox mouse was created by a targeting strategy used to generate ER -/-mice (Dupont et al., 2000) . 
